Abstract. Through the observation of irritation and allergic swelling analgesic agent Babu, safety evaluation of swelling analgesic agent Babu, and provide experimental basis for clinical application. Intact and damaged skin irritation test and toxicity test in healthy rabbits； To paste the drug into the back of Kunming mice and the experimental group members on the forearm wrist 5cm, Observation of rabbit skin edema and erythema, behavior, fur luster, diet, weight and death; rat hair cover patch area and patch on the residual hair of volunteers, and record the subjects whether the skin white, itching, and comfortable in 24h.Compared with the control group, no obvious swelling analgesic agent Babu plaster irritation to rabbit skin. Residual swelling analgesic agents on Babu rat hair number were significantly decreased (P < 0.01).The number of hairs on the residual Babu agent between the groups showed a relatively balanced. Babu did not show the swelling analgesic agent, itching of skin white.Toxicological study results show that the swelling analgesic agent Babu is safe and non-toxic, compared with rubber swelling analgesic ointment, the advantages of the skin irritation swelling analgesic agent has prominent small Babu, the low rate of allergy and sticking is comfortable, and has a good mucoadhesive property.
Introduction
The swelling analgesic cream consists of Rhizoma Chuanxiong, angelica, madder, safflower, peel, ephedra, borneol, Collected in the national standard compilation of proprietary Chinese medicine, With Qi and activating blood, swelling analgesic effect, can quickly improve the lesion of local symptoms, reduce the pain of patients, shorten the course of treatment [1] . Swelling analgesic cream for undisturbed paste, the clinical application of multi drug use of low, contaminated clothing and other shortcomings, this has become a problem to be solved [2] . Babu, a traditional Chinese medicine, is the focus of the study of Chinese traditional medicine, which has the characteristics of high drug loading, little toxic side effect, no irritation and so on. With the in-depth study of transdermal drug, and cellular level pulverizing technology, carbon dioxide (CO2) of supercritical extraction technology, using microemulsion technique, and rheological micelles' solubilizing technology and cyclodextrin technology and other new technology school [3] . Babu will continue to expand the scope of application, the preparation process will continue to improve, so, will become an important research direction of Chinese medicine preparation in the future. Based on the traditional Chinese Medicine Topical "theory, to optimize the swelling analgesic cream original process, and to screen the effective matrix preparation. To observe Babu agent on skin irritation and allergy, and safety evaluation, provide scientific basis for the use of detumescence and analgesia safe and reasonable clinical agent Babu.
Materials
Materials Angelica, madder, safflower, peel, ephedra, Rhizoma Chuanxiong and borneol, purchased from Henan Zhang Zhongjing pharmacy Limited by Share Ltd. Called angelica, madder, safflower, ephedra, green investment of five kinds of Chinese medicine percolation barrel, adding 60% ethanol impregnation. Three days later began to slowly diacolation and ethanol to exudate becomes weak so far, we have added recycled ethanol to extract form, specific gravity 1.2.The powdered Ligusticum Chuanxiong, borneol dispersed in the extract mix. Babu swelling analgesic agent preparation: swelling analgesic cream: sodium polyacrylate 7s:carbomer: triethanolamine: glycerol: water =15:4:2:1:13:16, homogeneous mixture. Rubber swelling analgesic ointment group：according to the preparation of rubber ointment.
Experimental Method

Skin Irritation Test
Experimental white rabbits 16, male and female, weighing 2~2.5kg, were randomly divided into 4 groups, respectively swelling analgesic agent group Babu, Babu agent matrix group, detumescence and analgesia rubber paste group, rubber paste matrix group.24 hours before the drug, animal spine on both sides of the hair removal, the gross area of about 50cm 2 .One side of the normal skin irritation test, the other side was the injury skin irritation test before administration with a needle to draw "#" shape in the hair removal area of skin abrasions, diameter 2cm, to stab skin, not to hurt the dermis, with mild bleeding degree [5] . The drugs (both long 10cm, width, and the width of 7cm) were applied to each group. After 24 hours of drug administration, the drug was cleared, and the 1H, 24h, 48h and 72h were recorded in the case of erythema and edema. According to the "traditional Chinese Medicine Research Guide" in the relevant scoring criteria for scoring. Skin irritation response score [6] : Stimulus response:no erythema, barely visible, moderate severe erythema, Severe erythema, erythema and eschar formation of purple red, score: 0, 1, 2, 3, 4; edema: no edema, barely visible, skin contour clear, uplift swollen about 1mm and expand the scope of score: 0, 1, 2, 3, 4; total skin irritation score was 8 points. Evaluation criteria of skin irritation intensity: Strength: No stimulation, mild stimulation, moderate stimulation, strong stimulation, integral scores: < 0.5, < 2, < 6 > 6.
Acute Toxicity Test
Experimental white rabbits 8, male and female, weighing 2 ~ 2.5kg, were randomly divided into 2 groups, swelling analgesic cream Babu agent group, excipient group.24 hours before the drug, animal spine on both sides of the hair removal, the gross area of about 50cm 2 .One side of the normal skin irritation test, the other side was the injury skin irritation test before administration with a needle to draw "#" shape in the hair removal area of skin abrasions, diameter 2cm, to stab skin, not to hurt the dermis, with mild bleeding degree [7] . The drugs (both long 10cm, width, and the width of 7cm) were applied to each group. After 24 hours of drug administration, the drug was cleared, and the routine feeding was observed for 1 weeks. The activities of the rabbits were observed, and the food, diet, body weight and mortality were observed.
Adhesion Test
12 Kunming mice, weighing 18 ~ 21g, male and female. The swelling analgesic agent and swelling analgesic cream Babu rubber shearing small patch length 1.5cm, width 1cm, a total of 24 blocks, 12 blocks. The drug was posted on both sides of the back of the mice, 30min was cleared, and the mice were killed. To observe the quantity of mouse hair with the naked eye [8] . Its grading standards according to the proportion of the area of the mouse hair covered with cloth, specific for the 1 to 5%, 5% to 2 for the 25%, 26% to 3 for the 50%, 50% to 4 for the 75%, 75% to 5 for the 100%.In addition, for ten subjects were men and women(The subjects were the laboratory personnel, experimental work have been involved in this project, for this task and the drugs used very well informed, volunteers). In each participant's 5cm at the forearm wrist swelling analgesic sticking agent and detumescence and analgesia Babu rubber paste (length 7cm, width 5cm), 24h after exposing to observe the number of hairs. The number of hairs on the patch was recorded and the subjects' skin was white, itchy, comfortable, and shedding for 24h.
Statistical Methods
Data analysis using SPSS 19 windows for statistical software, the measurement data between groups were compared using single factor analysis of variance, to accept more than two times the data of different processing to take the variance analysis of repeated measurement data. Grade data using Ridit analysis. For the viscosity test, the count data were used to rank sum test, and the measurement data were paired t test. From the table we can see that according to Table 1 skin irritation intensity evaluation standard, detumescence and analgesia agent and agent matrix Babu Babu no irritation to rabbit skin and damaged skin of rabbits with mild stimulation, the stimulation is mainly direct effect on wound stimulation, the stimulation of a 48h disappeared. Rubber and rubber paste swelling analgesic plaster matrix with mild irritation to rabbit skin and damaged skin, the stimulating effect of general 48h disappeared. (see Appendix I).
Experimental Result
Effect on Skin Irritation in Rabbits
The Results of Acute Toxicity Test in Rabbits
Results after the initial and 1H removal of the subjects, there were no local irritation and irritation of the drug, and there was no abnormal skin, hair color, eyes, mucous membranes, respiratory, central nervous system and limbs activities. In the next 7 days of observation, the whole rabbit was not abnormal, the rabbit diet, the size of the stool, independent activities are normal. So we can think that the clinical application of safe non-toxic. The starting weight of the rabbit was 1.80 + 0.15kg, and the weight of the seventh days was 2.22 + 0.25kg. Note: **said compared with the swelling analgesic agent group Babu, P <0.01
Adhesion Test Results
It can be seen from Table 2 , the residual rat hair volume in the swelling analgesic rubber paste significantly more than the swelling analgesic agents Babu (P < 0.01) (see Appendix two) Table 3 Note: *Express(P < 0.05)
It can be seen from Table 3 , after the paired t test, residual number hair in rubber paste on the swelling analgesic and the number of hair remaining in the Babu agent on the swelling analgesic were significantly different(P<0.05).Rubber paste on the number of hairs more, (see Appendix three). Note: **Express(P < 0.01)
Can be seen from Table 4 , the rank sum test, two groups of skin white, itching phenomenon and feel comfortable with significant difference (P< 0.01).Rubber paste subjects appear more white, skin itching phenomenon. Patch paste agent subjects the skin appears white and itching less, feel more comfortable. There was no significant difference between the two groups in the ability of sticking for 24h.
Discussion
Detumescence and analgesic cream compound containing aromatic walk of Chinese herbal medicine, clinical medicine made of transdermal drug delivery preparation [9] .Transdermal drug delivery agents can relieve or control the pain of the body, mainly through the skin to the drug or local drug delivery way [9] [10] . At present, most of the existing rubber paste paste preparation process, the preparation process of solvent method and hot pressing method two [11] . Although compared with the traditional oral agent can avoid first pass effect, improve patient compliance, easy to use, but because the traditional Chinese medicine rubber paste using raw materials and process more complicated, more sensitive factors. The factors such as matrix materials, the residual rubber latex in water soluble protein [12] , resin acids in rosin; solvent gasoline volatilization incomplete and impurities on the skin damage. The existence of small molecular hapten drug factors such as the drug itself or irritant drugs, as well as the permeability of rubber Breathable performance [13] .So for the rubber paste safety still need further study and improve. Babu agent of Chinese traditional medicine is a drug transdermal preparation of traditional Chinese medicine, has large loading capacity, high bioavailability, maintain the plasma concentration in the original and can avoid the gastrointestinal first pass effect, increase the drug absorption, enhance the therapeutic effect, has become the research hotspot for percutaneous herbal medicine system [14] .Through the design and observe the swelling analgesic agent Babu for skin irritation and allergy of safety evaluation, the results showed that: compared with the swelling analgesic cream, administration of small dose swelling analgesic agent on Babu rabbit skin and damaged skin irritation, has no toxic side effect, mice and volunteer experiments show that for sticky hair the skin intact, moderate comfort. The study shows that the swelling analgesic agent Babu is safe and non-toxic, irritation of the skin, allergy rate is low, is a kind of skin external preparation safety, to provide experimental basis for clinical rational use of drugs.But this research also has some shortcomings, in the swelling analgesic agent Babu irritation and allergic experiment in sensory evaluation way, lack of objective indicators to quantify [15] , to make it more convincing. In the future, it should be improved in this direction.
